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_ The Health Effects DlVlSlon RfD/Peer Review Commlttee met on'
"March 4, and again on April 1, 1993 to discuss and evaluate the
tox1cology data base submitted in - support - of Phostebupirim
reglstratlon and to determlne a reference (RfD) ‘dose for this
chemical. : : iy ' ’ ~

4 The Commlttee recommended that a Reference Dose should
be established based upon a NOEL of 0. 02 mg/kg/day for plasma, red-
blood cell and brain cholinesterase inhibition, observedkat 0 13’
ng/kg/day in. a long-term feedlng ‘study in dogs, using “an
uncertainty. - factor (UF) of 100 to account : for inter- spe01es;x
" extrapolation and. 1ntra—spe01es varlablllty. On th1s ba51s the RED
T .was calculated to be 2 E-4 (0. 0002 mg/kg/day) '

The Commlttee considered the long-term feedlng study in dogs
S (83-1a), rats (83-1b and -2a) and.mlce (83-2b) to be acceptable and .
. the'-data evaluation records -to  be 'adequate.-g The. Commlttee T
~ ‘considered the. reproductlve tox1c1ty study in rats: (83-4) ‘and. the” !
'Agadevelopmental tox101ty studles in rats (83-3a “and.- rabblts (83—3b)?
‘.. to. ‘be acceptable -and - recommended upgradlng the reproductlvej,
,r,toxic1ty study in rats from<a Core—supplementary to a Core- ;nlmum_f“
- status.. Except for. minor revision to theidata evaluatlon reécord of . ... .
R the “chronic'. tox1c1ty/carc'nogen1c1t 'studyl % \rats, ;the;*nwav'
~]97carC1nogenlclty study in mice and the cti : : R

-in rats,all the data. evaluatlon record

1;The Commlttee recommended to the respective brahch ,o reV1se the“

'“’~]studles in’ rats and mlce; redeflne th%i,h /L
. ‘toxicity, revise the NOEL/LOEL for mater 1,tdx1c , j» in’
f,the data\evaluatlonjrecord of the repf. ctlon 'tﬁdy and gpgradeig
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The need for additional data e. g. ninety-day neurotoxicity
and ocular toxicity studies in accordance with the current Agency
Guidelines was discussed by the Committee. However, the Committee
deferred thls 1ssue to the respective branch for an action.

The hlgh dose tested in the car01nogen1c1ty studles in rats
and mice were adequate  based on cholinesterase .inhibition. The
chemical - did not alter the spontaneous tumor profile in these
strains of rats and mice under the test conditions. Oon the basis
of these two studles, the Commlttee c1a551f1ed the chemlcal as a
"Group E".
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B. Material Reviewed

Material available for review included a reference dose

summary document, data evaluation records for a long-term tox1c1ty

study in dogs (83~ 1a), a chronic tox1c1ty/carc1nogenlclty study in
rats (83-5 or 83-1b and -2a), a car01nogenlclty study in mice (83~

2b), developmental~tox1c1ty studies in rats and rabbits (83-3a and
=3b) and a reproductlve tox1c1ty study 1n rats (83-4), and a tox. -

one-liner.

1. Porter, M. C. et al. (1991). Safety evaluation of MAT 7484:
Chronic (1-year) feeding study in dogs. MRID No. 42005452,
42119301, HED Doc. 009954. ’

Core Classificatioﬁ: Core Minimum (according.to the DER).
Committee’s Conclusions and RecommendationS*

The Commlttee agreed with the reviewer 1nterpretatlon of data and
classification of the study. The study is acceptable and the DER

is adequate. This study satisfies - data requirement 83-la of
Subpart F of the Pesticide Assessment - Guideline for chronlc

tox1cltv testlnq in a non-rodent spe01es.

2. Eiben, R. (1991). MAT 7484, study of the chronlc tox1c1ty and

-carcinogenicity to Wistar rats ‘(administered in the feed for 24

months).} MRID No. 42005451, HED Doc. No. 009954.’
Core Clas51flcatlon. Core Mlnlmum (accordlng to the DER)

Commlttee s Conclus1ons and RecommendatlonS°

The Commlttee recommended to the respectlve branch to lower the

CNOEL for cholinesterase 1nh1b1t10n from 5 to:1 ppm. The Committee -
‘generally agreed with the reviewer interpretation- of . data and

classification .of the study. The high dose tested in. this study
was considered adequate for carclnogenlclty testing. The study is °
acceptable and the DER .is adequate. The treatment did not alter .
the Spontaneous tumor profile for this strain of rats under the.
test condltlons. Thls stud satlsfles data re uirement 83-5 (83= 1b?>

';’3.»- Elben, R. (1991). MAT 7484, study of the chronlc toxiclty andf“
;carclnogenlclty to B6C3F1.: ‘mice (admlnlstered in the feed for 24"

“‘;months). MRID NO..42005453, HED Doc. No.: 009954.-

‘d'Core C1a551flcat10n' Core Mlnlmum (accordlng to the“DER)fil R




:Core Clas51flcatlon"Core Mlnlmum (accordlng to the DER)

'-Commlttee's Conc1u51ons a"

The Committee recommended to the respectlve branch to lower the
NOEL for cholinesterase inhibition from 9 to 1 ppm. The Committee
generally agreed with the reviewer 1nterpretatlon of data and
classification of the'study. The high dose’ tested in this study
was considered adequate for carcinogenicity testing. The study is, -
acceptable and the DER is adequate.  The treatment did not alter
the spontaneous tumor profile for this strain of mice under the
test conditions. This study satisfies: data requirement 83-2b of

" Subpart F_ of the Pesticide. Assessment Guideline for chronlc
ftox101tv and car01noqenlcltv testlnq in the mlce.

4. Becker, H. et al. (1989). Embryotox1c1ty study (including
teratogenicity) with MAT 7484 techn1ca1 in the rat. MRID No.
42005454, HED Doc.- No._009954. : :
Core Cla551f1catlon' Core Mlnlmum (accordlng to the DER)

Commlttee s Conclu51ons and Recommendatlons:

-bThe Committee agreed with the rev1ewer interpretation of data and

classification of the study. The study is acceptable and the DER
is adequate. This study satisfies data requirement 83-3a  of
Subpart F of the Pesticide Assessment Guldellne for developmental
tox1c1tv testing "in the rat.

5. Renhof, M. et al. (1989) . MAT 7484, study of embryotox1c1ty

‘effects on rabbits after oral admlnlstratlon.' MRID No. 42005454,

HED Doc¢. No. 009954.

Core C1a551flcatlon' Core Mlnlmum (accordlng to the DER)

,';. Commlttee's Conclu51ons and Recommendatlons'.-

The Commlttee agreed w1th the rev1ewer 1nterpretatlon of data and

cla551f1cat10n of the study. The study is acceptable and the DER
is adequate. This study satisfies data requirement 83-3b of -

Suppart F of the Pesticide Assessment;Guldellne for develogmental

yrtox101ty testlng in the rat.

5. CIemens, G. R. et al. (1990). a two-generatlon reproductlonﬂg o
;. study ‘with MAT 7484 in the rat. MRID -NO . 42005456, HED Doc.;No.;; :
009954, -, , SRR AT ! g

;'ecommendatlons

"\i-/‘«'

»»The Commlttee generally agreed w1th ‘the rev1ewer 1nterpretat10n of_gw
;data and- classification’of the’ study.;;~However, the - Commlttee;
‘yrecommended to the respectlve branch +to upgrade the study to a Core . -

Mlnlmum status. The Commlttee also recommended to the respectlve‘@ et




revise the NOEL/LOEL for maternal toxicity. ‘The NOEL for
reproductlve toxicity was considered to be 5 ppm based on decrease

in fertility indices. The Study did not demonstrate a NOEL for
Maternal toxicity in F1 adults. This 'study satisfies data

requirement 83-4 of Subpart F of the Pesticide Assessment Guideline-
for reproductlve tox1c1tv testing in the rat. .

C. Conclu51ons and Recommendatlons

1. Data Base

The Committee considered the long-term'feeding study in dogs

‘(83-1a), rats (83-1b and =-2a) and mice: (83=-2b), the developmental e

toxicity studies in rats and rabbits (83-3a and -3b) .and the
reproductlve toxicity study in rats (83-4) to be acceptable and the
data ‘evaluation records to be adequate. The Committee recommended
some revisions to the data evaluation records. of . the 1ong-term
studies in rats and mice and the reproductlve toxicity study 1n
‘rats.

' The need for additional data e. g. ninety-day- neurotox1c1ty
and ocular tox101ty studies in accordance with the current Agency
Guidelines was dlscussed by the Committee. However, the Commlttee
deferred thlS issue to the respectlve branch for an actlon.

2. Reference Dose - (RfD) K L ' ' .

. . The Commlttee recommended that a Reference Dose (RfD) should
be establlshed based upon a NOEL of 0.02 mg/kg/day for plasma, red
blood -cell: and brain cholinesterase inhibition observed at  0.13
] mg/kg/day in a long-term- feedlng study in dogs, using ‘an
uncertainty factor . (UF) of 100 . to account for inter<species
,extrapolatlon and intra-species. varlablllty.' ‘On thlS bas1s the RfD
was- calculated to: be 2 E—4 (0. 0002 mg/kg/day)

3 Car01nogenlcltx E

N The hlgh dose tested in the carclnogenlclty studies in rats
and mice was con51dered.to be adequate for carc1nogen1c1ty testlng.'

-. “The' chemical. did not alter the- spontaneous tumor. profile in. these © - - .

:‘t;stralns ‘'of rats and mice under the test conditions. - £?n‘thlsf:

'Vt'bases, the Committee cla551f1ed the chemlcal as a "Group

4.‘; Acute Tox1c1tz Concernit""

Although the chem1ca1 1s con51dered a very potent

3 fffchollnesterase inhibitor, the  available data did not. warrant

;dletary -acute . toxicity - concern. -based ' on kthe current dietary.

Qﬂhexposure proflle.  No conclu51on .can’ be made regardlng the -

[Sre occupatlonal safety s1nce no- estlmates on ‘worker. -exposure - ‘were

.‘;'_':_avallable ‘to ‘the’ Comm1ttee. ““Thé  data did not- warrant acute. |
*3_t0XlClty concern based on developmental tox1c1ty.v-g~- -
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